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Amendments to the Drawings 

The attached drawing sheets include changes to all Figures. Each of the Figures has been 
modified to changed the misspelled word "Figur" to "Figure." 
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REMARKS 

Claims 1-61 were pending in the present application. By this Amendment, Applicants 
have canceled claims 1-38, 43-44, 54, and 60 without prejudice to the right to present the 
canceled subject matter in a future continuing application. Applicants note that the subject 
matter of claim 44 has been incorporated into claim 39. Applicants have amended claims 39, 45, 
46, 49, 50, and 56. Applicants have amended the specification by capitalizing Trademark names, 
as suggested by the Examiner. Applicants also have corrected the spelling of the word "Figure" 
in each of the Drawings. Support for the amendments can be found throughout the specification 
and claims as originally filed. In particular, support for the amendment to claim 39 can be found, 
inter alia, at page 9, lines 4-10 in the specification. The present Amendment does not introduce 
any new matter and thus its entry is respectfully requested. Upon entry of the present 
Amendment, claims 39-42, 45-53, 55-59, and 61 will be pending and under examination. 

The February 22> 2006 Office Action 

Correction of Inventorship 

The February 22, 2006 Office Action indicated that the inventorship in the present 
application has been corrected in view of the papers filed by the AppHcants on January 20, 2006. 

Drawings Corrections 

Each of the Drawings was objected to for including the word "Figur" rather than 
"Figure." 
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In response. Applicants are submitting replacement Drawings sheets in which the 
misspelling has been corrected. Accordingly, Applicants respectfully request withdrawal of the 
objection to the Drawings. 

Examiner's objections to the Specification 

The Examiner objected to the specification because several trademarks referred to in the 
application were not capitalized. 

In response. Applicants have amended the specification by capitalizing the trademark 
names appearing in the application. Accordingly, Applicants respectfiiUy request that the 
objection to the specification be withdrawn. 

Examiner's Claim Rejections under 35 U.S.C. SI 12, first paragraph, enablement 
The Examiner rejected claims 39-61 under 35 U.S.C. §1 12, first paragraph, as allegedly 
lacking fiiU enablement. The Examiner has acknowledged that the specification is enabling for a 
method of providing a prognosis for a breast cancer patient comprising measuring the ratio of 
uPAR del4+5 deletion variant to del2+3+4, but has asserted that the specification is not enabling 
for methods relating to other cancers (e.g., methods for detecting other tumors associated with 
generation of uPAR deletion variants, methods of predicting the risk of cancer, or providing 
prognosis, in patients bearing tumors of other cancer types). The Examiner's fiill rationale is set 
forth at pages 4-7 of the Office Action. Essentially, the Examiner has taken the position that the 
association of uPAR protein levels with tumors is unpredictable and debated in the art, and that 
providing prognosis for a single type of cancer based on a single comparison of relative 
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transcript levels is not sufficient to enable prognosis with respect to a broad genus of cancers. 
The Examiner has asserted that to enable the use of the claimed method for prognostic 
generalizations for all cancers, one of ordinary skill in the art would need to correlate other types 
of cancer with the relative transcript levels, necessitating a level of experimentation that would 
be undue (in the Examiner's view), because many other types of cancers would require 
evaluation, without any ability to predict whether or not similar results would be found. The 
Examiner has also noted that claims 40, 41, 51, 52, 57, and 58 recite "fragments," and has 
asserted that the specification does not teach any such fragments of wild type uPAR or of uPAR 
splice variants. Moreover, the Examiner has stated that claims 50-55, directed to methods of 
predicting the risk of cancer in a tumor-bearing patient, lack enablement because no working 
examples have been provided showing that detection of an uPAR deletion variant can 
discriminate between benign and malignant tumors. 

In response. Applicants respectfully traverse the Examiner's rejection. The Examiner's 
rejection is essentially based on citations from the later-published document Kotsch, et al. The 
Examiner cites passages, which the Examiner apparently believes cast doubt on the prognostic 
relevance of the uPAR deletion mutants del4/5. Apphcants respectfully disagree with the 
Examiner's analysis of the Kotsch reference as it pertains to the present claims. 

Apphcants first note that the authors of the Kotsch et al. publication include, among 
others, the inventors of the present application, i.e. Viktor Magdolen, Manfred Schmitt and 
Thomas Luther. Thus, the Apphcants have a particular familiarity with this cited reference. In 
light of this fact. Applicants respectfully point out that the Examiner's statements regarding 
Kotsch et al. reflect a misinterpretation of the reference and the passages cited to support the 
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Examiner's positions are not presented in the proper context. In particular, it should be noted 
that the statement (quoted by the Examiner at page 4 of the Office Action), which reads "the 
impact of the uPAR protein is more complex . . only refers to the complete, i.e. intact, uPAR 
protein in the context of the publication. This statement therefore only refers to the fact that the 
mRNA expression level of uPAR-wt has no significant impact on prognosis. As can be seen 
fi-om scientific literature, the measurement of uPAR in different tumors leads to different 
findings. This is due to the commercially available uPAR kits, which measure the different 
kinds of uPAR variants, but are not specifically directed to these uPAR variants. Rather, they 
measure all variants and the intact uPAR at the same time. 

In contrast, the inventors of the present application were able to demonstrate that 
measuring single variants of uPAR with a specific assay leads to a prognostic relevance and a 
clear, uniform conclusion. This is a basis for the present application and is confirmed in the 
later-published Kotsch, et al. paper. The uPAR variant del4/5 differs significantly between 
patients with good versus bad prognoses. This differentiation is not clear if the measurement is 
conducted for uPAR in the same collective. The Kotsch at al. document is therefore a validation 
study, which was conducted and which leads to results that are identical to those reported in the 
present application. 

Moreover, the statement of Kotsch, et al. cited by the Examiner on pages 4-5 Office 
Action, which recites "it can be questioned whether a single gene has so much impact . . must 
be viewed in its proper context. The Kotsch document clearly shows that the uPAR-del415 level 
is relevant for the prognosis of patients and that it permits discrimination among patient 
collectives (see, for example. Abstract, lines 1-3 and page 2767, left colunrn, lines 17-20). 
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Furthermore, this document discloses that there are additional factors with which such a 
discrimination maybe achieved, i.e. particularly TIMP-3. By combining the prognostic impact 
of both markers in a single evaluation, the discrimination between patient collectives may be 
improved and an appropriate therapy may be identified. This statement, therefore, does not 
contradict the results on which the object of the present invention is based. 

Accordingly, the Examiner's position that the association of uPAR deletion variant levels 
with tumors is unpredictable and debated in the art is simply incorrect. In fact, the authors of 
Kotsch at al. state on the contrary that del4/5 uPAR deletion mutant expression leads to a high 
prognostic value in tumor diseases. Although the study was conducted in connection with breast 
tumors, the pubUcation does not contain any limitation or suggestion that the data therein would 
not or should not be applied to other types of tumors as well. Therefore, the claims as written are 
fully enabled by the specification, as demonstrated, not contradicted, by the publication cited by 
the Examiner. 

Applicants also believe that the Examiner's assertion that the claims reciting the term 

"fragments" lack enablement is unfounded. Applicants assert that the specification clearly 

indicates to one of ordinary skill in the art what features such fragments would comprise, as well 

as how to obtain and use the fragments in accordance with the invention. In that regard, 

AppUcants direct the Examiner's attention to the first full paragraph at page 5, as well as the 

claims as originally filed. Specifically, for example, it is stated at page 5, lines 4-8 that: 

In addition to the displayed polypeptide sequences this invention 
also concerns variants and fragments thereof Among these are 
short amino acid segments of the displayed amino acid sequences 
which have a minimum length of six amino acids, particularly 
preferred of eight amino acids, and primary sequences of the 
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deletion areas which are different to the complete uPAR primary 
sequences. 

Thus, this passage, as well as the full context of the specification and claims as originally 
filed, clearly provides sufficient guidance to one of ordinary skill in the art to practice the 
invention as claimed. Thus, claims reciting "fragments" and "variants" are fully enabled by the 
specification and this aspect of the rejection should be withdrawn. 

With respect to the Examiner's comments concerning the enablement of claims 50-55, 
Applicants simply do not agree that the specification is silent on discrimination between benign 
and malignant tumors. Applicants point out, for example, that the Example (beginning at page 
16 of the specification) provides a comparison between malignant and non-malignant cells and 
reveals that deletions were not found in the non-malignant cells. Thus, claims 50-55 are fully 
enabled by the specification and this aspect of the rejection should be withdrawn. 

In Ught of the above comments, AppUcants believe the Examiner's rejections of claims 
39-61 under 35 U.S.C. §112, first paragraph, enablement, are improper and should be withdrawn. 

Examiner's Claim Rejections under 35 U.S.C. SI 12, second paragraph 
The Examiner rejected claims 39-61 under 35 U.S.C. §1 12, second paragraph, as 
allegedly being indefinite for the various reasons set forth at pages 7-9 of the Office Action. 

In response. Applicants have amended the claims, as appropriate, to address the 
Examiner's concerns. Applicants point out that claims directed specifically to the use of "LC" 
RT-PCR have been canceled. Applicants have canceled this subject matter without prejudice 
and without conceding the correctness of the Examiner's positions, but rather to expedite 
allowance of the present application. Applicants believe that all of the Examiner's rejections 
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under 35 U.S.C. §1 12, second paragraph, have been fully overcome. Accordingly, Applicants 
respectfully request reconsideration and withdrawal of the rejections. 

Examiner's Claim Rejection under 35 U.S.C. S102(b) 

The Examiner rejected claims 39, 44, 45, and 49 as allegedly being anticipated by Casey, 
et al., 1994, Blood. 84(4): 1 151-1 156. The Examiner stated that Casey teaches detection of a 
uPAR splice variant in HeLa cells (descended firom a human cervical cancer sample) in which 
exon 5 is missing. 

Specifically, according to the Examiner Claims 39 and 44 each encompass a method 
comprising obtaining cDNA fi-om a sample firom a human tumor and determining the presence of 
a del5 (deletion of exon 5) uPAR deletion variant. The Examiner stated that Casey teaches 
generation of HeLa cDNA library (pg 1 152) and that HeLa cells are descended firom a human 
cervical cancer sample, and thus are encompassed by the recitation of a "sample from a tumor," 
which appears in claim 39. The Examiner has concluded that all limitations of claims 39 and 44 
are therefore taught by Casey. 

In response, without conceding the correctness of the Examiner's position, but to 
expedite allowance of the subject application. Applicants have amended claim 39 and deleted 
claim 44, so that claim 39 now more clearly recites that the tumor sample is obtained from a 
human patient. This clearly does not fall within the interpretation of Casey set forth above by 
the Examiner. In that regard, the HeLa cell used by Casey, et al. simply does not represent such 
a sample. Accordingly, Applicants beUeve that the Examiner's rejection under 35 U.S.C. §102 
has been fully overcome and thus respectfully request that the rejection be withdrawn. 

In view of the above amendments and remarks, AppUcants believe all of the Examiner's 
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objections and rejections as set forth in the February 22, 2006 Office Action have been folly 
overcome and the present application is in condition for allowance. The Examiner is invited to 
telephone the imdersigned if it is deemed to expedite allowance. 



RespectfoUy submitted. 



June 22, 2006 By 

Attorney for Applicants 
Registration No. 47,948 

ROTHWELL, FIGG, ERNST & MANBECK, p.c. 
1425 K Street, N.W., Suite 800 
Washington, D.C. 20005 
Telephone: (202)783-6040 

Attachments: 26 pages of replacement drawing sheets 

2923-571 amends 
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